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REMARKS 

Formal Matters 

Claims 13, 16-22 are pending after entry of the amendments set forth herein. 
Claim 13 was examined. Claim 13 was rejected. No Claims were allowed. 
Claims 1-12 and 14-15 have been canceled. 

Claim 13 has been amended. Support for the amendment is found in the claims as originally 
filed, as well as in the specification at, for example, original claim 1, paragraph [0097], bridging pages 
19 to 20, and paragraph [00i93], bridging pages 45 to 46. 

New Claims 16-22 have been added. Support for the new claims is found in the claims as 
originally filed, as well as in the specification at, for example: Claim 16: original claim 2; Claim 17: 
paragraph [0075], page 15; Claim 18: original claim 6; Claim 19: original claim 7; Claim 20: original 
claim 8; Claim 21: original claim 9; and Claim 22: original claim 10. 

AppUcants respectfully request reconsideration of the application in view of the amendments and 
remarks made herein. 

No new matter has been added. 

Rejection under 35 U,S.C. S102(b) 

Claim 13 has been rejected under 35 U.S.C, § 102(b) as being anticipated by Gether et al., 
EMBO Journal 16:6737-6747, 1997 (hereinafter "Gether et al."). In view of the amendments to the 
claims and the remarks put forth below, this rejection is respectfiiUy traversed as applied and as it may 
be applied to the pending claims. 

In particular, the Office Action states the following: 

Getf^ et aL teach a memod for dir^y monltoA^ ccwforniattonsri chai^ In 
a G protein coupled receptor, beta2 adrenergic receptor (a MSST) induced by an 
^nfet or an antagontet. The beta2 adrenergic receptor was a)valently labeled by a 
cysteJne^elecHve and environmentally sensWve, fhiorescent probe, N,N'-dlmetoyl-N- 
(iodoacetyI(>-N'-{7Hfti^obenz-2-<)xa-1,3^i^ (lANBD). Gettier 

et al. also teach attachmait of lANBD to amino acid residues of the conflrmattonally 
sensitive regions, Including ^Cys rn the third Intrac^irfar loop (See, e.g., At)stfact; 
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Figs. 1 and 2; and Tabte I). BkvcB measurement of fhJCM^^5C»ioe done in a 
cuvette {see c«ed reference of Gether et al, JS.C 270:28268-28275. 1995), the 
betd2 adrenergic receptor would be attached to the cuvette (a immobilizatton phase), 
via either the N^^minal poiticm or C4erminal portico. Gether et at further teadTi 
purWcatton the receptors by nfckeN»tumn chromatography using chelating 
Sepharose (see purification proceckirc»s at page 67^). Thus, the reference of Qether 
et ai. meets Ute limitations of claim 13. 

Without conceding to the correctness of the rejection and in the spirit of expediting prosecution, 
Claim 1 has been amended to recite a "a membrane-spanning, signal-transducing protein (MSST) 
comprising a conformationally-sensitive detectable probe positioned on or within a conformationally 
sensitive region of the MSST protein, with the proviso that no probe is positioned in a transmembrane 
domain". Support for the amendment can be found in the claims as originally filed, as well as in the 
specification at, for example: original claim 1, paragraph [0097], bridging pages 19 to 20, and paragraph 
[00193], bridging pages 45 to 46. 

In contrast to the presently claimed invention, Gether discloses a series of labeled mutant GPCRs 
that were produced using the detectable label lANBD (a fluorophore capable of labeling cysteine 
residues in an apolar environment), which resulted in detectable labeling of cysteines at positions within 
the third intracellular domain as well as detectable labeling of positions within the transmembrane 
domain . Accordingly, Gether et al., does not disclose a GPCR that is labeled with a conformationally 
detectable probe on the conformationally sensitive third intracellular domain of the GPCR, without 
such a probe being also positioned in a transmembrane domain of the receptor . 

The labeled mutant-GPCR disclosed in Gether et al., (Table 1, last line) and noted in the Office 
Action (Page 3) includes a detectable label at position 265, which is in the third intracellular domain. 
However, the mutant GPCR of Gether et al. also includes detectable label at positions 77, 116, and 237, 
which are all located in the transmembrane domain. Currently, amended Claim 13 recited " no probe 
positioned in a transmembrane domain". Therefore, the labeled mutant and wild-type GPCRs of Gether 
et al. are not the same as the membrane spanning, signal transducing proteins of Claim 13. 
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Accordingly, since Gether et al. fails to teach each and every element as set forth in the claims, 
the cited reference fails to anticipate the claimed invention as presented in the Office Action. Moreover, 
Gether et al., also fails to teach or suggest labeling of membrane spanning, signal transducing proteins 
on or within the third intracellular domain while not labeling on or within the transmembrane domain. 

In view of the above, the Applicants respectfully request that the rejection of claim 13 under 
35 U.S.C. §102(b) be withdrawn. 



Applicant submits that all of the claims are in condition for allowance, which action is requested. 
If the Examiner finds that a telephone conference would expedite the prosecution of this application, 
please telephone the undersigned at the number provided. 

The Commissioner is hereby authorized to charge any fees under 37 C.F.R. §§ 1.16 and 1.17 
which may be required by this paper, or to credit any overpayment, to Deposit Account No. 50-0815, 
order number STAN-213CIP. 



BOZICEVIC, FIELD & FRANCIS LLP 
1900 University Avenue, Suite 200 
East Palo Alto, CA 94303 
Telephone: (650) 327-3400 
Facsimile: (650)327-3231 

F:\DOCUMEN'RSTAN (Stanford)\213CIP\Response to OA dated 9-27-04.doc 



Conclusion 



Respectfully submitted, 

BOZICEVIC, FIELD & FRANCIS LLP 
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